Introduction Optimizing hemophilia care remains challenging in developing countries. Burden-of-disease studies are important to develop strategies for improving hemophilia care. Aim The HAEMOcare study evaluated the factors contributing to hemophilia-related orthopedic disease burden in developing countries. Methods HAEMOcare was a noninterventional, cross-sectional, epidemiological study conducted in Algeria, India, Morocco, Oman, and South Africa. Male patients with severe hemophilia (N ¼ 282) aged 6 years, without or with inhibitors, being treated on-demand for bleeding were included. Hemophilia-related orthopedic clinical and functional status was assessed using the Hemophilia Joint Health Score (HJHS), radiological status with the Pettersson Score, and quality of life with the EuroQol five-dimension questionnaire (EQ-5D-3L). Direct and indirect economic costs of hemophilia care were also calculated. Results Patients (mean [standard deviation, SD] age: 20.8 [10.6] years) experienced a mean annualized bleeding rate of 25.8. Overall mean (SD) HJHS and Pettersson score were 17.9 (12.8) and 15.0 (13.5), respectively; scores were similar between patients
Introduction
Modern management has significantly improved the clinical course of hemophilia. However, the development of inhibitors against clotting factors and chronic arthropathy remains major causes of morbidity.
1 In developing countries, with limited resources and limited or no access to any treatment, optimizing hemophilia care services can be beneficial for all patients.
In developed countries, large-scale observational studies have evaluated hemophilia-related orthopedic status and outcomes such as quality of life (QoL) and resource consumption, to consider risk factors for poor outcomes and improve disease management. [2] [3] [4] [5] [6] [7] Few studies have been reported from developing countries. [8] [9] [10] Burden-of-disease studies are needed in developing nations to prioritize determinants of hemophilia care and to formulate adapted management strategies to improve outcomes. The HAEMOcare study was conducted in five developing countries (defined by World Bank Atlas Method as lowmiddle income 11 ) to identify the unmet needs of severe hemophilia patients, including exploring the possible relation of hemophilia-related orthopedic status to inhibitors, treatment history, hemophilia management, assessment of QoL, and evaluation of the economic aspects of hemophilia.
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Methods
Study Design
HAEMOcare (NCT01503567) was a multicenter, noninterventional, cross-sectional, epidemiological study in Algeria, India, Morocco, Oman, and South Africa, with a design similar to a European study. 2 HAEMOcare was conducted according to the Declaration of Helsinki, Good Clinical Practice as set out by the International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use, and applicable national guidelines, with local institutional review board/independent ethics committee approval obtained accordingly. Before enrolment, written informed consent was obtained from each patient, or a legally acceptable representative. Recruitment and studyrelated assessments were conducted over an 8-month period. Every study participant had one visit which included all study-related assessments.
Study Population
Eligible patients were enrolled between January 2, 2012 and September 3, 2012. Included patients were males aged 6 years, with severe congenital hemophilia A or B (FVIII or FIX levels <1 international unit [IU]/dL or <1% of normal), without or with inhibitors and receiving hemostatic treatment on-demand. Those with other known clinically relevant coagulation disorders, receiving prophylactic hemophilia treatment, or receiving treatment for hepatitis C or human immunodeficiency virus infection were excluded. The enrolment target was 300 patients, with 50 to 70 from each participating country. Subgroup analyses were stratified by age and inhibitor status: pediatric patients (6-18 years) without inhibitors; pediatric patients with inhibitors; adult patients (>18 years) without inhibitors; and adult patients with inhibitors.
Objectives
The primary objective of HAEMOcare was to evaluate the orthopedic status and degree of arthropathy in severe hemophilia A and B patients without or with inhibitors in developing countries. Hemophilia-related orthopedic status was assessed clinically, using the Hemophilia Joint Health Score (HJHS) administered by a physical therapist, and radiologically, using the Pettersson Score; higher scores represented a worse status in both scales.
Secondary objectives were to evaluate the relationship of previous disease management to current disease status, patient QoL, and the economic burden associated with hemophilia treatment. The generic EuroQol five-dimension questionnaire (three-level version; EQ-5D-3L), including the 100-point visual analogue scale (VAS), was used to assess QoL. 13 Economic burden was determined for the 12 months before the study visit by measuring direct expenses (treatment and transportation costs), indirect expenses (lost patient/family productivity), and capacity to cover expenses (insurance status; socioeconomic status of the patient/ family) using a predesigned, structured questionnaire. HAEMOcare: Hemophilia in Developing Countries Gupta et al. e191
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definition as joints in which three or more spontaneous bleeds had occurred within a 6-month period.
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Statistical Analyses
The Of 281 patients assessed, 236 (84%) patients had target joints; the most common target joints were the knees (right, 53.4%; left, 52.2%). Mean annualized bleeding rate (ABR) was 25.8 and similar between patients without or with inhibitors (p > 0.05).
Management of Hemophilia
In the 12 months prior to assessment, 206/232 patients without inhibitors (88%) received on-demand treatment with FVIII or FIX. Of 50 patients with inhibitors, 21 patients (42%) reported use of activated recombinant factor VII (rFVIIa), 10 patients (19%, all adults) reported use of activated prothrombin complex concentrate (aPCC), and 19 patients (38%) reported use of FVIII concentrates, including ongoing immune tolerance induction (ITI) in one pediatric patient. Some patients reported the use of multiple agents and one pediatric patient without inhibitors received a single dose of rFVIIa 90 µg/kg (►Table 3).
Mean (SD) doses of hemostatic treatment during the 12 months prior to enrolment are reported in ►Table 3. Among adult patients with inhibitors, patients were treated mainly with bypassing agents rFVIIa (46%) and aPCC (38%). In pediatric patients with inhibitors, rFVIIa was the only bypassing agent used (nine patients [38%]).
Of 280 patients with a medical history available, 26 (9.3%) had any history of prophylaxis prior to enrolment HAEMOcare: Hemophilia in Developing Countries Gupta et al. e192 HAEMOcare: Hemophilia in Developing Countries Gupta et al. e193
This document was downloaded for personal use only. Unauthorized distribution is strictly prohibited. 
Relationships between Hemophilia-Related Orthopedic Status and Hemophilia Management
Mean observed Pettersson score and HJHS were similar for patients with or without: access to home care, access to expert orthopedic care, regular participation in sports, receipt of regular physical therapy (►Table 5).
Quality of Life
Most patients reported problems on the EQ-5D-3L domains, most often in the pain/discomfort (any problems, 65.2%) and mobility (any problems, 56.4%) dimensions. Reported problems were similar between pediatric and adult patients (►Fig. 5). Mean EQ-5D-3L VAS scores were similar between patients without inhibitors (68. Mean monthly direct (►Table 6) and indirect (►Table 7) costs relating to hemophilia treatment during the 12 months preceding enrolment were used to compute the combined annualized cost of managing hemophilia. The total combined mean (SD) annualized cost of hemophilia was US$19,513 
Discussion
The current study assessed hemophilia-related orthopedic status, QoL, and economic burden of patients currently treated on-demand in five countries. HJHS and Pettersson scores were similar between hemophilia patients without and with inhibitors, and both scores were significantly lower in pediatric patients compared with adults. In developed countries, studies have reported better hemophilia-related orthopedic status in patients without inhibitors, including the European study that inspired HAEMOcare. 2, 15 Numerous studies have shown the effect of prophylaxis in improving ABR, joint symptoms, and QoL in patients without inhibitors. [15] [16] [17] [18] The dismal results in HAEMOcare may reflect suboptimal hemophilia care for those without inhibitors in developing countries. Notably, our study did not collect information on treatment protocols, nor was adherence to a specific/standard protocol required; patients were treated using local protocols, and patients on prophylaxis at the time of study recruitment were not included. Only 11% of adults and 4% of pediatric hemophilia patients being treated on-demand had any history of prior prophylactic therapy, considerably lower than rates of prophylaxis reported in developed countries (adults, 38-55%; pediatric patients, 41-84%).
19,20 For patients with inhibitors in our study, only two patients being treated on-demand had ever received prophylaxis and only one patient (pediatric) had received ITI. In our study, 70% of patients being treated on-demand reported limitations on the HJHS from hemophilia-related orthopedic morbidities, consistent with previous reports.
21
Despite the overall young age (mean: 20.8 years) of patients, 84% had target joints. Patients experienced a mean ABR of 25.8, with no significant differences between adults and pediatric patients, or between those without and with inhibitors. This finding contrasts with developed countries, where substantially lower bleeding rates have been observed; in a German study, only 17% of patients receiving on-demand therapy reported more than 12 bleeds per year and 39% of patients had fewer than one bleed per year.
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However, patients without inhibitors receiving on-demand treatment in developed countries could be expected to have only a mild bleeding phenotype, as severely bleeding patients will generally receive prophylaxis. 23 Therefore, any comparison of the patients in the current study with populations receiving on-demand treatment in developed countries requires caution. Despite this caveat, our results suggest suboptimal hemostatic treatment and orthopedic care in developing countries for patients with hemophilia.
Barriers to early hemostatic treatment of bleeding events can impact hemophilia-related orthopedic disease burden; such barriers include substantial treatment costs, parent/caregiver inconvenience, distance to the HTC, and more rarely, problems related to venous access or home infusion.
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The results of the study showed that there is a need for wider and earlier comprehensive care, despite patients in HAEMOcare receiving the best standard of care available to them at the time, as expert orthopedic care was offered mainly to patients with more advanced morbidities. Patients with regular access to orthopedic care showed numerically higher HJHS and Pettersson score than patients without, indicating that access to care may be focused on patients with more severe morbidities or that referrals to an orthopedist are late (►Table 5).
Similar QoL scores were found between patients with and without inhibitors. The similarity in QoL among patients, regardless of inhibitor status, may suggest that the level of hemophilia care for patients without inhibitors currently (and in most cases lifelong) treated on-demand was inadequate, and therefore their QoL was similar to that of patients with inhibitors. This similarity contrasts with results previously reported in Europe, in which the absence of inhibitors had a positive impact on QoL.
2,25
Despite similar QoL, the direct, indirect, and total costs associated with hemophilia and its treatment were, as expected, lower in patients without inhibitors than in those with inhibitors and only 57% of patients had access to full or partial medical insurance. However, FVIII and FIX concentrates and bypassing agents were not always available or accessible, which may have impacted upon the treatments received and their costs. It is important to note that these costs are purely indicative and were incurred in 2012 and there may be variations between the systems of care in each country that affect the availability and pricing of treatments. While access to hemophilia care follow-up was considered to be feasible in 83% of patients, the mean travel distance to their HTC was 79.4 km and mean transportation costs were evaluated to be around $US13 per visit (1.4% of the mean family monthly income of $US 907.60). Wider universal health coverage or individual health insurance coverage would greatly help to reduce the economic burden for hemophilia patients. The availability of treatment close to the patient or at home and referral networks to reduce travel distances would also provide economic and medical benefits to patients.
Home treatment was often initiated late in the disease course, which could explain observations of numerically higher HJHS and Pettersson score for patients who received home treatment (►Table 5). Patients would benefit from wider application and earlier initiation of supervised home treatment programs, as recommended in the World Federation of Hemophilia guidelines.
26
Limitations
Patients receiving prophylaxis were excluded from HAEMOcare. It is estimated that only 1 to 31% of all patients in the study countries would have received prophylaxis at the time of the study, with the exception of Algeria. 27 Although
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prophylaxis estimates for Algeria had reached 90% for pediatric and 40% for adult patients in 2015, 28 it was expected that they would have been similar to other developing countries at the time of the study. Therefore, given the low rate of previous exposure to prophylaxis in patients in this study and the exclusion of patients currently receiving prophylaxis, we believe that the study population here was reflective of the rate of prophylaxis in the population of patients with severe hemophilia at the time of the study, in at least four of the five developing countries studied. This study was only able to enroll 50 patients with inhibitors against a target of 75, limiting its statistical power. Furthermore, much of the data were collected retrospectively, and radiological scores were based on preexisting X-rays.
Conclusions
The HAEMOcare study showed that, in the participating developing countries, inadequate access to HTCs and expert care along with high bleeding rates led to equivalent hemophilia-related orthopedic status, arthropathy, and QoL between patients without and with inhibitors. The economic burden from disease was high in terms of direct and indirect costs, and the large travel distances to access hemophilia treatment and expert consultations added to the burden of hemophilia patients. HAEMOcare documented the economic and disease burdens associated with suboptimal hemophilia care in developing countries.
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